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(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

TRANSMITTED VIA FACSIMILE

Michael Friedman .,
Executive Vice President and Chief Operating Officer JAN 1 7 w
Purdue Pharma L.P.

The Purdue Frederick Company

One Stamford Forum

201 Tresser Boulevard

Stamford, CT 06901-3431

RE: NDA 20-553
OxyContin® (oxycodone HCI controlled-release) Tablets’
MACMIS ID# 11400

WARNING LETTER
Dear Mr. Friedman:

This Warning Letter (revised) concerns the dissemination of promotional materials for the
marketing of OxyContin® (oxycodone HCl controlled-release) Tablets by Purdue Pharma L.P.
(“Purdue”). Specifically, we refer to two journal advertisements for OxyContin that recently
appeared in the Journal of the American Medical Association (JAMA), one in the October 2,
2002 issue (A7038) (the “October Ad”) and one in the November 13, 2002 issue (A7087) (the
“November Ad”). The Division of Drug Marketing, Advertising, and Communications
(DDMAC) has reviewed these advertisements and has concluded that they are in violation of the
Federal Food, Drug, and Cosmetic Act (Act), 21 U.S.C.§§ 331(a) and (b), 352 (n), and its
implementing regulations.

Your journal advertisements omit and minimize the serious safety risks associated with
OxyContin, and promote it for uses beyond which have been proven safe and effective.
Specifically, your journal advertisements fail to present in the body of the advertisements any
information from the boxed warning in the approved product labeling (PI) for OxyContin
regarding the potentially fatal risks associated with the use of OxyContin and the abuse liability
of OxyContin, which is a Schedule II controlled substance, and make unsubstantiated efficacy
claims promoting the use of OxyContin for pain relief. Your journal advertisements also
understate the minimal safety information that is presented.

Your advertisements thus grossly overstate the safety profile of OxyContin by not referring in
the body of the advertisements to serious, potentially fatal risks associated with OxyContin,

thereby potentially leading to prescribing of the product based on inadequate consideration of
risk. In addition, your journal advertisements fail to present in the body of the advertisements
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critical information regarding limitations on the indicated use of OxyContin, thereby promoting
OxyContin for a much broader range of patients with pain than are appropriate for the drug. The
combination in these advertisements of suggesting such a broad use of this drug to treat pain
without disclosing the potential for abuse with the drug and the serious, potentially fatal risks

associated with its use, is especially egregious and alarming in its potential impact on the public
health.

Background

OxyContin was approved on December 12, 1995. Because the drug has a potential for abuse and
has risks associated with its use that are serious and potentially fatal, the current PI for
OxyContin contains a boxed warning that includes the following important information
(emphasis in original):

e OxyContin is an opioid agonist and a Schedule II controlled substance with an abuse
liability similar to morphine.

e Oxycodone can be abused in a manner similar to other opioid agonists, legal or illicit. This
should be considered when prescribing or dispensing OxyContin in situations where the
physician or pharmacist is concerned about an increased risk of misuse, abuse, or diversion.

¢ OxyContin 80mg and 160mg Tablets ARE FOR USE IN OPIOID-TOLERANT
PATIENTS ONLY. These tablet strengths may cause fatal respiratory depression when

administered to patients not previously exposed to opioids.

¢ OxyContin TABLETS ARE TO BE SWALLOWED WHOLE AND ARE NOT TO BE
BROKEN, CHEWED, OR CRUSHED. TAKING BROKEN, CHEWED, OR
CRUSHED OxyContin TABLETS LEADS TO RAPID RELEASE AND
ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

Because of safety concerns, there are important limitations on the indicated use of OxyContin.
The boxed warning contains the following bolded statements:

¢ OxyContin Tablets are a controlled-release oral formulation of oxycodone
hydrochloride indicated for the management of moderate to severe pain when a

continuous, around-the-clock analgesic is needed for an extended period of time.

¢ OxyContin Tablets are NOT intended for use as a prn analgesic.

The Precautions section of the OxyContin PI contains further bolded limitations on the
appropriate use of OxyContin, namely:

¢ OxyContin is not indicated for pre-emptive analgesia (administration pre-operatively
for the management of postoperative pain).
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¢ OxyContin is not indicated for pain in the immediate postoperative period (the first 12-
24 hours following surgery) for patients not previously taking the drug, because its
safety in this setting has not been established.

e OxyContin is not indicated for pain in the postoperative period if the pain is mild or not
expected to persist for an extended period of time.

¢ OxyContin is only indicated for postoperative use if the patient is already receiving the
drug prior to surgery or if the postoperative pain is expected to be moderate to severe
and persist for an extended period of time.

Moreover, because of the serious risks associated with OxyContin, it is contraindicated in a
number of patient populations, including:

e Patients with significant respiratory depression (in unmonitored settings or the absence of
resuscitative equipment)

e Patients with acute or severe bronchial asthma or hypercarbia

¢ Any patient who has or is suspected of having paralytic ileus.

Lack of Important Risk Information

Promotional materials are misleading if they fail to reveal material facts relating to potential
consequences that may result from the use of the drug as recommended or suggested by the
materials. Promotional materials are also misleading if they fail to include a balanced
presentation of information relating to contraindications, warnings, precautions, and side effects
associated with the use of a drug along with the presentation of promotional claims relating to
the effectiveness and safety of the drug. Your journal advertisements are misleading because
they make prominent claims of effectiveness for pain relief, but omit from the body of the
advertisements crucial facts related to the serious, potentially fatal safety risks associated with
the use of OxyContin, the potential for OxyContin to be abused, and the limitations on its
appropriate indicated use.

Omission of material facts related to abuse liability and fatal risks

Specifically, your November Ad contains a two-page spread picturing a man fishing with a boy
and featuring the prominent headline “THERE CAN BE LIFE WITH RELIEF.” The words
“LIFE WITH RELIEF” are the largest in the advertisement. The ad also features a graphic
of two paper medication dosage cups with “8 AM” and “8 PM” next to them. The logo for
OxyContin is right below, with the prominent tagline “IT WORKS.” Your October Ad
promotes “WHEN IT’S TIME TO CONSIDER Q4-6H OPIOIDS...REMEMBER,
EFFECTIVE RELIEF TAKES JUST TWO.” The claim “REMEMBER, EFFECTIVE
RELIEF TAKES JUST TWO?” is prominently highlighted in the middle of the ad, surrounded
by comparative graphics of dosage cups which show only two dosage cups for OxyContin, as
compared to six dosage cups for the other drugs. As with the November Ad, the logo for
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OxyContin is directly under the graphic of the two dosage cups, with the prominent tagline “IT
WORKS.” Therefore, the principal message of both advertisements appears to be that
OxyContin offers effective pain relief and has convenient dosing.

These ad presentations, however, fail to present in the body of the advertisements critical safety
information related to the use of OxyContin needed to balance these broad claims promoting its
efficacy for pain relief. Neither one of your ads presents in the body of the advertisements any
information from the boxed warning discussing OxyContin’s potential for abuse and the related
considerations when prescribing the drug. Neither one of your ads presents in the body of the
advertisements any information from the boxed warning disclosing that the drug can be fatal if
taken by certain patients or under certain conditions. It is particularly disturbing that your
November Ad would tout “Life With Relief,” yet fail to warn that patients can die from taking
OxyContin.

These ad presentations are accompanied by a brief summary of the prescribing information for
OxyContin, including the boxed warning, and the ads include a reference to the brief summary.
However, presenting important risk information in this manner is not in accordance with FDA’s
prescription drug advertising regulations. See 21 CFR 202.1(e)(3)(i) (Untrue or misleading
information in any part of the advertisement will not be corrected by the inclusion in another
distinct part of the advertisement of a brief statement containing true information relating to side
effects, contraindications, and effectiveness of the drug.) The typical physician reviewing an
advertisement for a prescription drug would expect the most serious risks associated with the
drug to be included in the body of the ad. The body of these ads contains no discussion of the
potentially fatal risks associated with the drug and its potential for abuse. Moreover, the
expectation that the most relevant risks have been disclosed in the body, rather than the brief
summary, of your ads is exacerbated by having a statement in the body of your ads that begins
“The most serious risk...” implying that what follows is a complete statement of the drug’s most
serious risks, not that there are other, more serious risks to be aware of. Therefore, the language
in the body of your ads reinforces the impression that the most serious risks have been disclosed,
when in fact they have not.

Minimization of risk in information presented

Your ads not only omit these important risks, but also understate the minimal safety information
that you do disclose in the body of the advertisements, thus completely misrepresenting the
safety profile of the drug. Your ads state that “The most serious risk with opioids, including
OxyContin®, is respiratory depression.” This statement suggests that there are no specific safety
considerations for OxyContin related to respiratory depression, which is false or misleading and
could lead to prescribing of the product based on inadequate consideration of risk. This
statement also fails to warn that this risk can be a fatal one. As stated in the boxed warning,
OxyContin has two tablet strengths that are for use in opioid-tolerant patients only, because they
can cause fatal respiratory depression when administered to patients not previously exposed to
opioids. Also, the boxed warning states that OxyContin tablets are to be swallowed whole and
not broken, crushed or chewed, because that leads to rapid release and absorption of a potentially
fatal dose of OxyContin. It is especially troubling that your ads tout the dosing convenience of
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OxyContin as a benefit, but fail to warn of these associated serious safety risks that come from
its controlled-release formulation.

Your advertisements, in this context, also minimize the most common adverse events associated
with OxyContin by describing “Common opioid side effects” rather than side effects and safety
risks that have been seen with OxyContin itself. In addition, your advertisements state that
“OxyContin is contraindicated in patients with known hypersensitivity to oxycodone, or in any
situation where opioids are contraindicated,” without giving the specific contraindications noted
above. By essentially suggesting that no safety or tolerability issues have been seen specifically
with OxyContin, and by implying that OxyContin therapy is not associated with the serious and
significant risks outlined above, your advertisements grossly misrepresent the safety profile of
OxyContin. This implication is false or misleading and raises significant public health and
safety concerns.

Overbroadening of Indication

Your advertisements suggest that OxyContin can be used in a much broader range of pain
patients than has been proven to be safe and effective. This is even more problematic from a
public health perspective given the serious safety risks associated with the drug and the serious
deficiencies in the safety information presented in your advertisements.

The only indication information presented in the body of the advertisements (indeed, the only
information from the boxed warning included at all as part of the body of these advertisements)
is the partial language from the Indications and Usage section of the PI, “For moderate to severe
pain when a continuous, around-the-clock analgesic is needed for an extended period of time,”
which you present by itself at the top of these advertisements. In the November Ad, this
information is located in the upper left-hand corner of the picture on the first page of the spread,
in small white type over a background of green leaves and blue sky. It is also the only writing on
that page. This information is not prominent, and is not adequately communicated, especially in
contrast to the prominent claim of “THERE CAN BE LIFE WITH RELIEF” and all the other
text of the advertisement on the next page. Similarly, in the October Ad, this partial indication
language is included at the top of the ad in a much smaller typesize than the prominent claims
related to “effective relief” with the drug. These presentations are insufficient to give appropriate
context and balance to your claims broadly promoting the use of this drug for pain relief. In
addition, in your November Ad, you portray a seemingly healthy, unimpaired man out fishing
and taking care of a child, rather than depicting a more typical person with persistent, moderate
to severe pain taking OxyContin. Therefore your advertisements fail to adequately communicate
the actual indication for OxyContin and suggest its use for pain relief in a much broader range of
patients than indicated.

In addition, your advertisements fail to present in the body of the advertisements the other
important limitations on the indicated use of OxyContin as noted above. Although you
prominently claim effective “relief” and that the product “works,” you fail to qualify that, as per
the boxed warning, OxyContin is not intended to be used as a prn (as needed) analgesic. In fact,
your October Ad prominently directs physicians to prescribe OxyContin “WHEN IT’S TIME TO
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CONSIDER Q4-6H OPIOIDS,” which could easily suggest pm use. (Q4-6H indicates 4-6 hours
of effectiveness.)

Also of concern, your advertisements, and in particular, your October Ad, represent the dosing
convenience of OxyContin by showing dosage cups of the type used to dispense medication in a
hospital setting, along with your broad claims of efficacy. The body of the advertisements,
however, fails to present the important limitations on the use of OxyContin restricting it to
certain hospitalized patients, as described in the OxyContin PI. Most notably, the PI states that
OxyContin is not indicated for pain in the immediate postoperative period (the first 12-24 hours
following surgery) for patients not previously taking the drug, because its safety in this setting
has not been established. OxyContin is also not indicated for pain in the postoperative period if
the pain is mild or not expected to persist for an extended period of time. The PI also states that
OxyContin is not indicated for pre-emptive analgesia (administration pre-operatively for the
management of postoperative pain). You fail to present in the body of your advertisements any
of these important limitations, thus suggesting the use of OxyContin in inappropriate patients.

Conclusions and Requested Actions

You have disseminated promotional journal advertisements that fail to disclose in the body of the
advertisements serious and significant risks associated with the use of OxyContin and important
limitations on the indicated use of the drug.

Because of the significant public health and safety concerns raised by your advertisements, we
request that you provide a detailed response to the issues raised in this Warning Letter. This
response should contain an action plan that includes:

1) Immediately ceasing the dissemination of these advertisements and all other
promotional materials that contain the same or similar violations outlined in this
letter.

2) Providing a plan of action to disseminate accurate and complete information to

the audience(s) that received the misleading messages.
3) A written statement of your intent to comply with “1”” and “2” above.

Please respond in writing to DDMAC by January 24, 2003 of your intent to comply with
DDMAC’s request. If you have any questions or comments, please contact Mark Askine or
Carol Barstow by facsimile at 301-594-6759 or at the Food and Drug Administration, Division
of Drug Marketing, Advertising, and Communications, HFD-42, Rm. 8B-45, 5600 Fishers Lane,
Rockville, MD 20857.

The violations discussed in this letter do not necessarily constitute an exhaustive list. We are
continuing to evaluate other aspects of your promotional campaign for OxyContin, and may
determine that additional remedial messages will be necessary to fully correct the false or
misleading messages resulting from your violative conduct.
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We remind you that only written communications are considered official. In all future
correspondence regarding this particular matter, please refer to MACMIS ID #11400 in addition
to the ANDA number.

Failure to respond to this letter may result in regulatory action, including seizure or injunction,
without further notice.

Sincerely,

{See appended electronic signature page}
Thomas W. Abrams, R.Ph., MBA
Director

Division of Drug Marketing,
Advertising, and Communications



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Thomas Abrams
1/17/03 04:31:31 PM
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Energency calls of visits near the end of office hours, rehusl b undesgo approprizte exarnination, tesl

Ing o reterral, repeated loss” o

ciphnary

E.Pﬂm el anis (sken

mmmmnwm nmnam
7. Women of chikcbezring polesiial wha become, or e piarving 12 become, pregeant shoukd be avised

salves and Telr oo k. i
8 i i Y ittrom theft,
and it shoukd neves be gh ther fzn whom it was prescribed.

9, Paents sheud be achise nak ey may pass emgty mar ghets (ables) a colosioeny o b e
stool, and besn absorbed.

riaaise, Neck pain, pan

Cardiovascular: Migare, syncops, \.asndiahm 5T depression

Digestive: cysphagia. eructaton, fatulence, pastrointesinal disordes, increasad appelfie, naused and
womiting, stornatiis, leus

Hemic and Lymghalic: lymphadenapaty

Mmﬂcm"m«al nmym ‘edema, yponatrmia, peripheral edema, syndrome of inappropd-

Nur\mus abnonm]nalanﬂzﬂnn :umﬁla depersanalization, depression, emosonal abikty. halucina-
tion, hypeskinesia, n;rpasu‘uesa ralase, pareshisia, seizures, speech disordes, Stuper, tinni-
s, Iremar, wertigo, wihdrawal syrdrome Wikl o WO SBiZUeS

Fespiratory: cough incrmased, phanymiitis, wolce ataration

Siin: dry skin, xtoiiatve dermalils, uricaria

Special Senses: abormal vision, lashe perversion

Urogenital: amenarhea, decreased ibido, dysriz, hematura, impotence, poluna, urinary felention, -

10. Pafients o
mwmawulmnmmmwwmmm rather
mmtmmwm#m wwm piysician can
4 p.wmam ralion impaied
snouwmdw.u: i hd b i AndeL

Use In Dreg and Alcohol Addiction

OreyContin is 2n apinid with no o zppeoved Lse i e management of addicive dsorders, nspnmetum
In individuals with drug or alcohol dependence, iter active o in rEmission, is for the

A overdcgage with b spiratory depression, OgrEss-
ing 10 stupor or coms, skeletal muscie flaccidiy, oo and clammy skin, constricted pupls, bradycanda,
mpmns‘-m.u\!am

Tequinng cpickd analgesia
nnm-Dnm Ilradbm

demmmmwwmmw&w MWMW

T wilh abusa ’_‘w:)u'lin' by ingesting, "W‘J
mmmm:mmnles Revitw of ;
ther incrizased when OiyGanin is abused wu.ycwauw , including
other ogioids.

In the treatment of attention should be gven 1o the -

oxycodang ovel , primary stabitshment of
a patent arwaywmsm.ﬁmm assisted or contraled ventitation. suppnmvnmwas[mmy-

{teycodone i metabokzed in part 10 cryTOMERGNS ia ‘iz cylochome P45 206, Whie this patfreay may
Debmadhyamlynfmieq Mn:mﬁwasculadmnsmmwmwmqmm gen . i f ol “"'ﬂ.."'
it 15 s, Ginicians shocld be aware of U5 possEle ieracton, howere. statian. £
Use with CHS Depressants The pun: : ol B :
sion from opioid ovérdosa. umwwun{ﬂnmw—

{neyCantin®, like al opicid anaigesics, should be started a1 '/ % .rﬂihusualdammnanﬂsm
‘sadabves 0r ypoctics. Gen
wral anesetics, phencifiazines, ceraly acting ani-Emescs, tranquiizers, and alcahol becauss respia-

e aﬂm ke imeracion
medical reconds or comact riul-\aiunfurwmnxmwsuanes] “Toctor shapping’ 10 obtain add- e idasg i mmwl!suI_anw.‘ husgntanynp.odln
Sonal rescripions is common mang drug Abusers and patients taking Tis class of drugs isanmoﬂms

Abuse and il i ¥ Fertilty

be aware fu ol o o

dence in al annns. I ardiien, 2buse of oS can ocour in the absence of rue addction and is char-

Saudies 0f pycodons 1o evaluate 5 carcinogenic potenti have not been conducted.

nﬁmummmwummmmummw u-pmnsmnpms

caty oGt ansbptcr or compiete feversal o oplod stiects

may precipizte an acute abstinenc syndrome. The severity of the wihdrawal syndrme produced wil

ﬂawﬁmwmdm:ﬂdamﬂh&wdhamﬂmm Piease see
uhngﬂmmnnn[umesoeclﬁcomﬂamagonnr«wsmnumwm

mm Expecied Opioid Advarse Experlences

Most patients receiving opioids. sspecially oss who e nplnnnm will experiance side effects.
e side are i, Agverse

acterized by misuss for non-medical pumoses. ‘ofien In combination with other psychoactve substances. Oreycodang was mﬂcnhmmmassﬂs s Salmenela and E. coll tzst with and with- arbon sk b
OreyGontin®, ke ofher oplokds, rnsheennwmfunmmcamcmmdw*ﬂmwm u.lnmh:bcﬂwnmamnmofwmm 5 and/or stool saftenes Patients do not usually it 1o the effects of
ng intormason, including quanty, frequency. and renewal regquests i strongly advised. nummwganoucmmmtmfsnrwmmnpmmwmmnmwnmusm ooitids,
En o e e, pr 5 Wecabion of and - sy U doses of wp b 000 pyiml_ and in the in Ibang marow micrarcieus st in mice (at
Wmnwmmmmmmmmdmm"m i nlwmmlsmunloaapmﬂ.z W‘Wé“"““'""‘”":f«""""ﬁ’%’ mmwmmmasmmmmnmmimmmmm
OxyCostin consist of a duahpolymer mali, nesed for raluse anly. Abuse ofthe crushed tabel B bk ot 42 et o 0 AT i o aﬂm o oftiher modaltes may rleve hese syptons and shoukd b corsideres
poses & hazand of overdose and death, mmn;mmmm«mnmmmm : i “ghost”
of 50 gL or greales wih metaboic mmmsnwpwmwnmwwmmwc r (e y ghost o
ofher substances. With paronieral shuse, the fon. contain lte cr no fesiual nxycocons and are of o clincal consequencs.
in local ttesue necrosis, infection, pulmenary g mwuummnmm SAFETY AKD HANDLING
|arM|n|uuMnmummummmwmwmumuh Pragaancy
eases guch as hepalitis 2nd HIV. Teraingennt Effects — Categary & §: Reproduciion studies hare besn perforned in rals znd rabits by oral OreyContn ane sold that cont Like mor-
Pespiratory Depression mmsmmmSng\nmusmkn raspactily. mmmmamdsma pring, otk """Scm-ielld At
4 S resuls dd not (heyConti inaks

espirary depres: 1 haz o kent in OieyContn”, f i nmggm,m . Because m Controlid for imormation on haw o
i agorksts. Rispiratory dep i o n o deliitated patisnts, Lsually folawing Tl e ey ey S ﬁa:vfesm :e?ng orsm Subsiznces ATy for on ;m
m;.mion ot ing prognincsy only  cieay needed Stora 2 25°C (TT°F); excursions pemm botween 18°30°C (55°-86°F).

'mnd sustnidly d respical ypa, = ot " ,u"ﬂ'm‘\’- i Lol wriue P joes Department (1-868-T26-T535)
'Haﬂucarw smnnmunsnmna decreased respiralony resarve, g b Esationrry i thi
yERIEApNia, OF pre-eiging respiratory Wm\:dsmaycasa msmlﬁplessmmmemhm Neonates whase mofers Fave been - CALTION
codone iy decraase respiraiary drive ko e point of sonea. i hess patiznts atemaiive non-opioid anal- It atheralbir s Form Required.
gesics shou be consiered, and opiokds should be smpioyed only uner caretl medical supenvision a andiorin e nursery. Order g
the lowest effecive dose. Mursing Mothers Purdue Pharma LB, Staméord, CT 0G801-3431
mﬂ Injery Low : il Vimdrauel syt 2001 Purdue Frarma L

respiraliry depressant effects of opinkds inclue carhon breast i £ an opi is stopped. Ordinay. anu .5, Fatet Numbers 4,861 538; 4,970,075, 5.266,331; 5,508,142, 5,549,912, 2nd 5,055,265
webmspmalﬁmdmswe mdlmvbemamuymnwamnnwmwnfmﬂmmmm July 18, 2001
ma s or ot scurces of pre-2xising Wﬂiwﬁsm""‘ intart. oy
nintracra- Pediatric Use

riairlessunem patients with head injuries.
Hypotensive Eltect
[eyContin may son There i

Saety

i i e below Te age of 18,
H must be remembared Usat OxyCantin Tablets canset be crushed or Givided or adminsirato.
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The most serious risk associated with opioids,
including OxyContin®, is respiratory depression.
Common opioid side effects are constipation,
nausea, sedation, dizziness, vomiting, pruritus,
headache, dry mouth, sweating and weakness.

OxyContin® is contraindicated in patients with
known hypersensitivity to oxycodone, or in any
situation where opioids are contraindicated.

Please see Contraindications section in
package insert.

Purdue is firmly committed to maintaining the
highest standards of marketing practices in the
industry while continuing to advance the proper
treatment of pain in America. If Purdue’s
marketing and sales practices fail to meet

this standard, we urge you to contact us at

1-888-690-9211.

8 AM
8 PM

IT WORHS

Please read brief summary of prescribing information

including boxed warning on reverse side.
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OxyYCoNTIN'A
(CICYCODONE HCI CONTROLLED-RELEASE) TABLETS
Wmg 20mg 40mg 80mg* 160mg:
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Geriatric Use

[ESGLE i o after

ey et 5 fone O T ypotn-
Wit cau et 1 snck, s 3 e thug My fUrer r=cuce cir-
i output nd oo pressie
PRECALTIONS
General

Opioid anaigesics have a narrow Merapeutic indux in certan paien populatons, especially when com-
kined with Cl g, and shouid be reserved for cases where e benedts of opinid aralpe-

WARNING:

OxyContin is an opioid agonist and a Schedule |1 controlled substance with an abuse
liahility similar to morphine.

Oxycodone can be abused in a mannar similar to other opeoid agonists, legal or llic-
it. This should be d when ing ar di ing DxyContin in situations
where the physician or pharmacist is concarned about an increasad risk of misuse,
abuse, or diversion.

i autweigh the ke, risks af respiatary depressian, aitered mental skate, and postural ypatension.

In stuties i ety subjects (greater Tan B5 years) the ch CayLOone
2ppeared to be slighely reduced, Compared to young adufts, the lasma concentrations of oxyrodone wer
increased appensimataty 15%. O the tatal number of subjects {445) in clinical shdes of CoeyCerin, 148
(33,3%) were age 65 and okder (including thise a2 75 and aicer] while 40 (3.07%) were age 15 and okder
In chnical trizls weh appropeeale inBation of therapy and dose tivation, smaward or unexpected side
eifacts were seen i the eicery patients who rcened Gy Gonti. Thus, the usial dases and dclsi||;|‘l1)3f-
"a's are appropriate for hese petents. As with al opioids, the starting dose shoud be reduced o 3

o 0f the biitatesd, non-tolerant patients. Resgiratory e chiel haza in
a[?e'vg'u il 0 y i infgal doses in non-tokerant patients, or when opicids
e givis in conjunction with other agents that depress respiration.

s of CoyConti” & assocized wilh i B e, iy Narhlig

500 07 GO, i Al ry cip " Dut 1 the brcad range o g5Ma cuncenlraions ssen inclnica unnul?ﬁo;z':wva'viunqeqlee:i:ﬂ:an.
Edema : prostal " of hepatic, pu- . arg usisiby nok i
monary or renal uncion; and 100c psychoss. il agenert F scied, unusual or con-
e s i s oy DS

i y a0y I in patients and al opi- ‘Hepalic Impairmsest

i may induce or aggravae seizures in some cinicl ssings. Astudyol Tan hase

vdrochio

ntin Tablets are a controlled-rel ion of Frydl
ride indicated for the management of moderate 1o severe pain when a continuous,
arount-the-clock analgesic is needed for an extended period of time.

OxyCantin Tablets are NOT intended for use as a pm analgesic.

DxyContin B0 mg and 160 tny Tablets ARE FOR USE [N OFDID-TOLERANT PATIENTS
ONLY. These tablet strengths may cause fatal respiratory depression Wien adminis-
tered to patiants not previously exposad to opioids.

DxyContin TABLETS ARE TO BE SWALLOWED WHOLE AND ARE NOT TO BE BRO-
KEH, CHEWED, OR CRUSHED. TAKING BROKEN, CHEWED, OR CRUSHED OxyContin
TABLETS LEADS TO RAPID RELEASE AND ABSORFTION OF A POTENTIALLY FATAL
DOSE OF 0XYCODONE.

with ather CHS Dep
(eyGontin shouit be used wilh causion and started in a educed dosage (13 1o '/ of he usual dosage)
In paients who are concurrently receiving other cantral nesvous system s Incluing seditives
o hiypnatics, general anesthetics, phendthiaznes, othar Franquiizers, and aloanal Inferactive eflects
i & ] dafion, o CoM My resul. are.

tzken in combination wif e usual d05es of Oy Cortin
nteractions with Mixedd AgonistAntagonisi Opicid Anaigesics

wih ol Aefion. The o of terapy at 1z 1o the Usual doses nd careful dose rion 5
warranted.

Resal Imgairment

In patierts with renal impaimmet, by ol {60 mL/mir), }2 con-
cenirations of prycodons in the plasma an apprecmansty 50% higher than in subjects with nomal reral
function. Dos= inftiztion should follow a conservaive apprach. Dosages shoud e adusted according
1o the cinical shuation.

Gender

Agoristantagonis! anagesics (Le., pentazocne, nalbupfine, and phanai b witfl
cauton t0 3 pafien] wha nas received of i receiing a course O herapy with & pure cpinkd agonist ana-
ST 5L done. In s siuation, it anaigess may ©

affect of exycodone and'or may precipitate withdrawal symptoms in these pafients.

Amibulatory Surgery and Postoperative Use

(DreyContin
ol pastoperative pain).

period (the first 12 1o 24 howrs fol-

indicated for pai

In irelic studies, opinid-raive females. up o 25% higher average plasma con-
centrations and greater frequency of bypical opiold adverss events than males, even 2fter adjusiment for
bty weight. The clnicad relevance of a cifference of this magrituds is low for a drug intended for chron-

indiicuzakzed o i 1 atficacy of adverse

events in clrica rals
ADVERSE REACTIONS
The satzhy of QyCantin® was evasaled in double-bind clinical vias imvokving 713 patisnts wifh mocer-

DESCRIPTION i X 4 Yarkoss hologes. In Gpenabel st of Cancer pain, 157 palnts ecsived
Jowil ot patient inusly 1akii , e 1hig sl ale (o severs pan of vanous efilogies. In opén ADe studies al cancer pain, plier
CreyContin® (epeodong i fied-rekease) Tablets ae an opl suppied in 10 u%;‘mrmﬂm pallata o preinuely aking B dru, bocams s safey I i seflg Kas CreyCortin in Lolglinaly ‘doses raning om 20 my (o G40 myg per day. The average total daily dase was
my, 20 my, 40 my, 80 my, and 150 ma tablet stréngis far orl adirinirEion Qxyostin i not indicat i th siod I milder | approdmatety 105 mg per day.
sisl mﬂwwmamém" ? g gher: Sarious advers reacsions which may e 2ssocited with CyContin Tabiet eragy in cinical use ae;:se
CHyO s . 5 i 5 0kl analgesics. i iratory o apnea, respiratory amest, and (10
OxyGantin s only indicaled for postoperative use M he patientis aiready recaiving Ihe dnug prior ta an even kesser degre) circulaary epression, iypatension, or shock (s OVERDOSAGE)
: bty % 2 ) % :
::vwrvw it postapeccii i 15 (S DL h(::'::;“ The non-seious adverse evess Saen on initiation of herapy with CooyContin are typical opioid sidz
as approgriate (See American Pain Sociaty gui . cllemlfs“ Thess evens ;imammul;‘;nr&mrhqum;mﬂs upon rm_&rlzses_lme clnical set-
: o : 3 : ting, the ratient s lewvel of opicid Yolerance, and host factoes spectic i y indiichaal. They should be espect-
::;;;“:;{'m:ﬁ?ﬁ:;ﬂ“ﬁgﬁmﬂ'ﬂwaﬂu“’ CARIR T o ol el be g and manzped s a part of opid aniigesia. The most recuent (>57)incuce: Eorstpaton, nased,
? s i ! : <
her cugs given. 2nd the temgarary changes in plysiology causad by ihe surgical i jon (562 daziness, vomilng, pruus, eadache, dry mouth, sweali, and sthenia. -
DDSAGE AD ADINISTRATIOHN) :ﬂlu‘:lm;n nfstarlinﬂos’age slow lihaljﬂ"!‘";:'ll-Iwﬁ&f;I% mrﬁl\ge swu;'msil' the plasma congern:
el EEG""”“ and ather '“U‘Wi“?"":m;;‘":r‘??" shown 1o deciease m‘;‘wﬁi:}mﬁ;‘:‘f&m tratitns of T cpioid. Malwgﬂ"\ese::r-msa °‘"‘?"‘"§ will ceasa or decrease in imensity 25 OxyContin ther-
o should be taken to monitor for decreased bowel motiity in nomnpemjm patierts recaiving opioids. L i i i _Lmai‘i gt
Standzr supportive therapy shoukd be implamented. Cinca l o AT JEVATEA
INDICATIONS ARD USAGE \ise In Pancreatie/iary Traci Disease avert! DhoContin and Ly ase pwycodans. The: most common adverse events
OeyCorrin® it e mmun;\;ﬁamﬁl' bonof cycadone ydrochlands idcalbd eele  uycodone may cause spasm of e setincler of 0ddland shend be ser wih caution in patents wih EIL G ek e
_ a Al . ROt
Stmpelpoits LA aase vl 7 2 oxyConti e Placebo
OoyConn & NOT intended fo usa 452 pm ansigesic. Toeranice and Physical Dependence En::m" {n‘;m‘: ‘:f“]
Physioins should indhiduaize reatment in eveey case. inating Mesany at the appropeiate poim alang a & " e T
peogression Iram pan-apiaid analgesics, such a3 non-steroigal anti-niammatory drugs 2 ateta- b tactors] . i :;1 (%) (%)
minap i in & plan of pain M uch a5 putined oy the Workd ian, the. E r wh 3 Constipaton (23 126} [l
0y Toc Heetican Research sne Dusiy fomiey snown 25 the Agency for Healt Care Poliy and e oA Dot e Lk b e @) ) it
Research), e Federaton of Stali Medical 5 Model Guicelnes, or $ie American Pain Society. The opicid abstinence of witidrawal & s cerized by soene o all of the folwing: restiess: it i23| r‘“'\ )
U‘g‘m"‘;lmm.':ale“mw" in g imedale pasiaperafye penod [the "'ﬁlf"ﬁ'z‘m‘m“ﬂ nasswlgm:aﬁm Minonhe, ﬁwnﬁﬂﬂéﬁﬁ mraur:w;: and lr‘;ﬂ?iam. m!sﬁwﬂs& T 13 118 ®
surgery), [pain &= mikl, or not eepectsd 1 4 perind of time. i deroky - A ol bl ' . 4 \ )
st fo psloperave e f o calle & leaty receing he g e 1 surgey o f the post m;”:,m%%‘m&”&“ﬁgf‘mmEnwnp,g‘s“ﬁ“:‘:;%ﬁfgﬂmfm“m’- Prurtus 3 2 @
operalive pan is expected ¥ be moderzte 1o Severe and persest for an exendad period of ime. Physicizns = ! " Gaddng ! Vomiing (12 4 m
should indwiduzlize treatment, maving fram pereneral Ui oral analgesics 45 appropiate. (See American In general, opicics shoukd nat be abeuptly discontinued. L n Z .
Fain Socety guidelines ) Infaemation or Palients Caregivers e @ 5 m
CONTRAIDICATIONS ¥ clinically advisa, patisets recaiving OwyContin Tables o Meir caregivers should be ghen e falow- Dry Mouh &) 0 2
OwyCorti e doni, of in any stuzion wheee i infoemation by the physician, rurse, phanmacist. or camgir Astutia 16} M 5
i ane nnmi-ﬂme[c This Inchudes patients wiin signifcant IS‘W degression (n il 1. ‘which & 2 morphi Sweaing 15} 1] (1]
semngs of he absenca o nesuscilaive equipmert), and paients wih atiAs oF seven chial asthima o 2 P Oy Cartin Tatiets . praperty oy i : n = =
Pypercaiz. CryContin is comvandicated in 2ny patent wha Fas o is suspected of having parahytic ileus. OnyCaetin Taiiets wil rekeass il har contents a1 cnce if broken, chewes, ‘or crushed, resuiting In & fisk F:and Al e WRTE FEOT "-yated nmi“ng':m.iew. divpue]

WARNINGS

CXYCONTIN TAELETS ARE TO BE SWALLOWED WHOLE, AND ARE NOT T0 BE BROKEN, CHEWED DR

CAUSHED. TAXING BROKEN, CHEWED DR CRUSHED OXYCONTIN TABLETS LEADS TO RAPID RELEASE

AND ABSORFTION OF A POTENTIALLY FATAL DOSE OF OXYCODOKE.

(xyContin 80 my and 150 mg Tablels ARE FOR USE 1N OPIDID-TOLERANT PATIENTS OHLY. These tablel

sirenglhs may cause fatal respiratory depression when adminislered 1o patients mol previously

exposed bo opinids.

DryConlin &9 mg and 160 my Tablets are for use only in opiaid-tolerant pafients requiring daily o

‘codane equivalent dosages of 163 mg or more for e &0 my tablet and 320 mg ar more Tor e 1%

mg tablet Care showsd be taien in Ihe prescribing of these tablel sirengihs. Patients should be

insirucled against uhsa oy indiidueals other thas the patient for whom il was prescribed, a5 such inap-
2 ding dalh

prope y
Misuse, Abuse and Diversion of pioids

of fatal ovérdose.

diarrhea abdomingl pain, dyipepsa, rash, amdety, Bupharia, dyspnea, postural hypatersion, chils, twich-
ing. gastitis, abnormal drearrs, thought annormalies, and hicoups.

zn 1% o pat i “were fEprt-

3, Patients should be acsad 10 report episoces of breskSrough pain and advers: perences oocuming
during Therzpy. Indwicuaizaton of dosage & essential 10 i i i

4, Patierts shoukd b2 arhised ol 10 adjust the o withoest g - o ¥ ATRANCE
tesional

5 Pafients shoukd be

Generak: accidental injary, chest pain, tacial ecema, mafaise, neck pain, pain

inpair el the per igraine, syneops, vasodiation, ST depression
{ pentially hazzrdous driving, L=
[} mmol " las_ks{.eg_ ey o e ) P Digestive: dysnaga, enuciion, Satulnce, gastrointesinal dsordss, increassc appetite, nausea and
" i, wangiizers) xceptby # ] essanls (S060  yormiing, stomatits s
M 0ot ecuting n sedous rycegaan, Hamic and Lymphatic: ymghadnopathy
7. Women ol i ial who becoms, or b . pregnant should be advised ol dehydraion, edema. Fyp P | edima, sy
1o consut fur i ug thirst
sehvies and their unborm chid,

Mervous: aonoma gait aymT amnesia, deparsoalzation, deprezsion, emofional lbilty, hallucing-

Cheyeodong is an opioid agonis! of the maorphing-type. Such crugs ane sought by drug
e with addiction disordsrs and are subject to riminal diversion.

Owye0done can be zbused in a mannes siilzs 10 othes ok . legal or Hicit. This snouid b
siterad when prescriaing o dispersing CreyContin in shulions ‘where $i2 physician of pharmatst & con-
cemed about an ncreased fisk of misuse, abusz, or diversion.

eeyContin has been ported as Deing abussd by crushing, chewing, snorting, or injscting the dssaked
product. These practices wil resull in the i sk 10

8 be arhvised that ial drug of zbuse. They
and it shauid neves Be Given 10 znyons other than the individual for whom it was prescribed

Patierits shoukd be advisad thal ey may pass empty maire ‘ghosts’ {lablets) va caiostanmy of in the

stool, nd that this is of o concenn since the actr Arady boen ahsored.

10. Pafients i Treatmant in for e than a fw
weels and eassation of therapy is indicated, it may be appropriate % taper th OyContin doss, rathes

thaft,

-

of the opiaid and post

the nser that coull resut in pverdass and Gt (552 WARNINGS and DRUG ABUISE AND ADDICTION).
Concerns 2bout zbusa, addiction, and diversion should nof prevent the prager managemen ol pain. The
develpment of addiction to opicid analgesics n properly managed patiets wilh pan has besn reporied
10 b e, Hiowever, data are ot avalabia incidence of i chronic pain pat

Sz i o SLe
Bty Sor informnation on how i prevend and detect abuze o dversion of this product.
Interactions with Alcahol and Drugs of Abese.
Cyoadane fray be expected to have addive effects when used In corjunciian wih alcohol, other api-
i3, or flci drugs that cause central nervous system depeession.
DRLG ABUSE AND ADDICTION
OxyGontin® is @ mu-agonist opioid with an abuse liability similar 1o marphine and is a Schedule Il con-
(Oeycodane, Y] d ath s [’ can be

subject 1o criminal dversion.
D

h usfor i d conti
e o sk of harm. Dnag addicton 5 & retzble disuase, utiizng 2 muti-dstipinary zpproach, but reaps:
& COmmon.
‘Drug-sepdng’ behavior i very common in acdicls and drup abusees. Drug-seeking Bctics inclids
emergency calls of visits near e end of office hours, refusal o underga appro o, besl
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